f-- ( \ • 1 nnsac;j|.o'„.ocirs«4.np 

4 #10/088540 



1/35 




FIGURE 1 



:! O O 8 8 5 ;fl 4-0 . s O Q O N!- O 3 

^ 10/08854 



2/35 




FIGURE 2 



-1. 00-B8S»l"0 - Cl«i ti**-n P 1 



10/088540 



3/35 



pAA 




As0 3 H 2 



1 . Bromoacetyl bromide in CH 2 CI 2 
aq. Na 2 C0 3 

2. 98% H 2 SQ 4 ' 




CH 2 Br 



BRAA 



AsQ 3 H 2 



10, 



< 



'co 2 " 



N — H 




DMSQ, glutathione, 
aq.NaHC0 3 buffer, pH 9.6 

8-1 2h 



S0 2 , catalytic Nal in 
1:1 CH 3 OH:48%HBr 
6-9 h 



HN CH 2 Br 




BRAO 



FIGURE 3 



:I. G O e e S «4-0 e .O «1 fl M-m 

# 10/0885 



HDO 



C3 

C4- 
C7 
C11 

C9 



J 



C6 
C2 



0QC7446 



4/35 



H9 H11 




C3-H2 



C3-H4C 



C4-H210I C7-H11 



C4-H3Q 



-30 



C11-H7 



•00 



0' 



C9-H9 

JL 

/ \ 



-40 



0' 



01 



C2-H2 



C6-H7 



Ofl (ft 



C2-H4 



C2-H3 



-50 



.ppm 



pp'm 4^0 3^5 ~ 3^0 '2! 5 2^0 



FIGURE 4 



± o o s m S *MJ m O «1 G H- O I 

• 10/08854 



5/35 




FIGURE 5 



.1. 0 fl 8 « 5*H3 « O "3 o *i-o P 



10/088540 




1. Biotin-XX, succinimidyl ester in DMSO, 
aq. NaHC0 3 buffer, pH 9.6 (60 to 90 mins): 

2. 100mM glycine in PBS buffer, pH 7.3 
(4 to 9 hours) 




FIGURE 6 



J.. O O B B S MhOi ■= O «3 O H-B 

• 10/ 0885i 



7/35 

co 2 " 



N-H 




bo 2 - GSAO 



1. Fluorescein-EX, succinimidyl ester 
in DMSO, aq. NaHC0 3 buffer, pH 9.6 
(60 to 90 mins); 

2. 100mM glycine in PBS buffer, pH 7.3 
(4 to 9 hours) 



co 2 



N-H 




H C0 2 



GSAO-F 



FIGURE 7 



If. O €3 m S B **-0 » © «b o M-O IE! 

# 10/088540 



8/35 



N— H 




GSAO 



1. Cy™5.5, succinimidyl ester in bicarbonate 
buffer, pH 9 (60 to 90 mins); 

2. 100 mM glycine in PBS buffer, pH 7.3 
(4 to 9 hours) 




GSAO-Cy5.5 



FIGURE 8 



.!. O €3 8 85 if-O « O <J O *MM1 P' 

^10/088540 



9/35 




As0 3 H 2 



pAA 

S0 2 , catalytic Nal 

in 1:1 CH 3 OH:48% HBr, 

6-9 hours 



t 




pAPAO 



1 . Fluorescein-X succinimidyl ester (mixture of isomers) 
in DMSO, aqueous NaHC0 3 , 80 mins 

2. 100mM Glycine in PBS, pH 7.3, 4-9 hours 

V 



O' 




FXAO, mixture of isomers 



FIGURE 9 



1 . o o :s « *f; n ~ an *i n -m-m 



10/088540 



10/35 



CQ 2 H 



1.l 2 inCH 2 CI 2 , 
aqNaHC0 3 S"^^ 



2. H 2 S0 4 
STEP A 



l 



•*C0 2 H 



H 



H 



N-hydroxysuccinimide 
STEP B 



1.Ph 3 P 



As(OH) 2 



2. BRAO 
STEP D 



<rQ o 



STEPC 



R-NH 2 



HN^ 



FIGURE 10 



i. O O RR E? «i-0 * O "3 O "Ml P' 

10/08854Q 



11/35 




0 10 20 30 40 50 
GSAO, 



FIGURE 11 



™L -O O B 8 !5 a -l-0 , O IS €1 H-Q a 

#10/088540 




FIGURE 12 



13/35 



GSAO, mM 
0 1 10 



147 

99 - f i" : 
69- 




70 kDa FN 



43 
29 



18 - 

1 2 3 



FIGURE 13 



O O B B 5 ;fi + 0 a O "3 O MM3 




14/35 




FIGURE 14 



.1. 0 O c$ 8 5 *4d • O 9 O *4- O 3 

#10/088540 



15/35 



8n 



5)4- 
Q. 

J2 
"3 

o 2 - 



0 J 




0.01 



77 



1 To~ 100 1000 
Arsenical, nM 



FIGURE 15 



± ci iai e e b mmo » o q o B4.0 ;;«» 

^0/088540 



16/35 




FIGURE 16 



to? 



1 .0088-5*441 . 0^0*0? 

10/088540 



17/35 



X 



fife 



185- 



119- 

62 ; ; |^ — pQ| 

51 - - 

38- 

22- 



FIGURE 17 



.1. o « s b s » © «a m ;tl -i-r'n P ! 



10/08654 



35-i 
30- 



= 25H 
o 

Q. 

^ 15 
o 

u 

CD 5 



0 J 




1 ng/mL FGF-2 

-o-GSAA 
-♦-GSAO 



0.001 o.bi ai 



1 10 100 1000 
GSAO or GSAA, 



18/35 

B 

20 



o 

i 



15 



S.10 

"a> 
O 

LU 5 

O 

CD 




10 ng/mL VEGF 

-o-GSAA 
-•-GSAO 



0.001 0.01 o!i 



1 10 100 1000 
GSAO or GSAA, 



o 50 

T- 

X 

= 40 

a> 

5 

£ 30 

Q- 

W 

o 20 

O 

LU 

8 io- 



. o 




1 ng/mL FGF-2 

-o-GSAA 
-•-GSAO 



0.001 0.01 0.1 1 10 100 1000 
GSAO or GSAA ^ 





60-j 


n 




O 






50- 


X 




Well 


40- 






m 

Q.30- 






Cel 


20- 


LU 




BC 


10- 




0- 




1 ng/mL FGF-2 
-O-10 fiM GSAA 
-«-10 nM GSAO 



10 20 30 40 
Time, hours 



50 



FIGURE 18 



A O O -8-8 & if-O ™ O *J O H-O S 




0.001 0.01 oTi 1 10 160 1000 0.601 0.01 oi 1 10 160 1000 



GSAO or GSAA, n M GSAA or GSAO, n M 



C D 




0.601 0.01 oTi 1 10 160 1000 0.601 0.01 oTi 1 10 160 1000 



GSAO or GSAA, y. M GSAO or GSAA, n M 



FIGURE 19 



I/ O OS 'S 5; 14-0 „ -O l! 9 O «4-0 i : " 



10/088540 



20/35 




0.01 o!i T~ 10 100 1000 
GSAA or GSAO, jaM 



FIGURE 20 



± CJ O B B '5 "4-0 „ O 91 0 *#■ O i"" 

^10/088540 



21/35 




FIGURE 21 



± O O S e IK 5 *4 0 „ O Q O M-O P; 




FIGURE 22 



.1 0 O B & & *#•€! . O "3 O "4-CI S 




I ■ — 1 • 1 1 1 1 l 

10 20 30 40 5 15 25 35 45 

days after tumor injection days after tumor Injection 

c 




FIGURE 23 



.1. 0 O O S 5 8 + O „ O 9i O N-O 

^0/088540 



24/35 




FIGURE 24 



1 riCTHR : !R«?«4.0 - nQH'+CJiP 



0/088540 




FIGURE 25 




FIGURE 26 



1. 0 O S e 5 M-G * O Q O «40 

• # 10/088540 



27/35 




i ■ 1 ■ 1 > 1 ■ 1 ■ 1 1 1 1 1 

0 10 20 30 40 50 60 70 

days after tumor injection 



FIGURE 27 



-ii n n « e fs 14. in mi «a n ujn jp 

#10/088540 




FIGURE 28 



± O'Q B S 5 H€J « O G O 5! 

•l0/088540 



29/35 




dorsal skin 



2 mm 



FIGURE 29 



5.00885H-0 > 

ft/088540 



30/35 




FIGURE 30 



::i.€l OS O 5 *W3 . O "3 O *M3 

0/088540 



31/35 




FIGURE 31 



."Itlll'S 8*5 Ni-O « O «J O M-fTi F* 



tO/088540 



32/35 






120 




<-CD4 



26 - 



FIGURE 32 



± o o s & 5 "•■!!- o . o «:i o «4. n p 



10/088540 



33/35 

A 

HIV|„b Infection of A3.01 Cells cell Number Cell Viability 




0 0.1 1 10 100 
GSAO, nM 



FIGURE 33 



J_ O O e 8 5 H-O . 0 <3 O *M3 S 

#10/088540 



34/35 




FIGURE 34 



A O O 8 8 : 5 "+0 » O *3 O fl 4- O k* 

•10/088540 



35/35 





FIGURE 35 



